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AB A method is provided for preparing water-soluble polymer derivatives 

bearing a terminal carboxylic acid or ester thereof. The method involves 
the hydrolyzing an ortho ester of a water-soluble polymer so as provide 
the corresponding acid. In addition, the invention provides 
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as well as gels, pharmaceutical formulations, conjugates related to the 
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A method is provided for prepg. ortho esters of water-soluble polymers and 
carboxylic acid-terminated water-soluble polymers. The method involves the 
hydrolyzing an ortho ester of a water-soluble polymer so as provide the 
corresponding acid. The invention provides water-soluble polymers bearing a 
terminal carboxylic acid or ester thereof, intermediates and reagents 
useful in carrying out the method, as well as gels, pharmaceutical 
formulations, conjugates related to the described water-soluble polymer 
derivs. Thus, 10.2 g 3 -methyl -3 -hydroxymethyloxetane and 18.5 g 
4-bromobutyryl chloride were reacted, 20.1 g of the resulting product 
(3 -methyl -3 -hydroxymethyloxetane 4 -bromobutyrate) was treated with 2.5 mL 
boron trifluoride di-Et etherate to give 15.0 g 1- (3 -bromopropyl) -4-methyl- 
2 , 6, 7-trioxabicyclo [2 . 2 . 2] octane, 15.0 g of which was reacted with 120 g 
ethylene glycol in the presence of 70 mL 1.0 M potassium tert-butoxide 
tert-butanol solution to give 6.2 g precursor of polyethylene glycol butanoic 
acid, 0.564 g of which was used as a polymerization initiator for polyethylene 
glycol butanoic acid 4 -methyl -2, 6, 7-trioxabicyclo [2 .2 .2] octanyl ester. 
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